mBmmsf (jp) 02) 48^ ^ fj= $g (a) oDfjiFtHKiiiMs^ 

#11^11-169690 

(43)^MB ^1^(1999) 6 ^29B 



F I 

B 0 1 D 69/02 

A 6 1 M 1/16 5 0 0 

B 0 1 D 71/40 
71/68 



«*«®IS:4 FD 9 M) 



(21)fflW#^ 


!|*IH¥9-3e3136 




000226242 




(22)meH 


¥5)t9¥(1997)12^150 




«jKIBgS#Klt Jt* 3 T B43# 2 ^ 








am 

s;ii»^iR*jtii#3-i 


















(72)S!M# 


5;ii»^jRTpjfciii-&3-i 








(74)fti!A 







(54) mmcom] nmmm 

(57) [g*tJ] 

iE**ttr*5^-T-lS 1 ¥^7^ - h/Vfcfc 13 3 5 y ^^"7 A 
«±5 0 5 y i/yAJJATcO^y f^/Vfo y KV^#» 



(sDintci.^ mm^ 

B 0 1 D 69/02 
A6 1M 1/16 5 0 0 

B 01 D 71/40 
71/68 




[If 4 ] tfjisw/XttiSiJ-^i^tt. y T y V- h 

[00 0 1] 

[0 0 0 2] 

TI/^So M;t}f> 5 0 0 0:^~l 0 0 0 0:^US.(Dfp^ 

[0 0 0 3] ^omm^tm-mat. ik-mmmmm. a 
mmmmmmmxii. isLmmmm^tsk^^mmom 

[0 0 0 4] rroi6LS#'fli«ftT'ffiv^5jfiL?g#^tMi:b 
Til. -fe/^p-;^W1:«^^^5«*tti«^)•^^^. Jjfy;^ 

/t^^V, ^y::nz;^7-/HC{-t*$tb2.W*tti«^J-^-d50ji 

Km^^fixv^6. mmmimicmti. ^i^^<Dmmi- 
n iw^^) ^skmmmt {.x^m-r?>t^»)ia-i. r 

5„ mh. W*tt«»«^^^e>M5g$;}^fc)RT^±. S» 



[0 0 0 5] ^LT. «*'l4Wfl-^^t. 

^^^m\\.xum-th:^mii^-WLmz.fi^h.x\^h. 

f!l;tff, jKy r^/nfoy K:/^5^S^cffiv^b^^-Cv^ 
5o W*>, rroj^y t'c^/L-t-oy K:/^MMi^«{c^jp 

x.xm^-t^^hK^'o. m.^^*>miE.K^m^mfi 

[0 0 0 6] r©:^ax-ei4. jfeS)?!c^4r3iE(c^ii-ei: 

[0 0 0 7] 

[5SBJ5;6S»;^ti5 t-rSI^M] L^^L^ce^SF,, _hfaL 

[0 0 0 8] *|SB^fl. r(D«/^»'ttt-^^^r;'<f$tifc 
[0 0 0 9] 

[0 0 10] ff5ftIl2fB«CD^>CDtt. ff*]glfB 

[0 0 11] sfc. it*3l3ia«o^>o}4. st*«ix 



-2- 



[0 0 12] m^m4mm(Dh(Du. m^mi-^^ 

[0 0 13] 

mmt^i^mmicvx^L-fzmxh'o. m2\x 'r- 
[0014] gi 1 {ZTTfi. 5 ummmi 

v-:/^^-2 ^<D^-''yy^2\z.%\^xmn.t^^\^m^ 

«ltL-C&5„ <>--v-^-^'2». hjci 

^ 2 cDWffiT'feo rS^mWii^JK- h 4 {SiJcoSgl5t::f±S 
W?«®«An 5 ^J^fig ur 19 . ffiA#life?^5K- h 3fii| 

[0 0 15] ftAtlJkM*- H 3Sc>*a:lfIiJiiLi«#- h 
4 (±. v-> 2 (ri|Tiijffl35{^Tll n ?rS<- i 5 

JiL^^aA-rSfcferoffiAP 7;i5S;gKLTfei9. 

^LTfeSo aA«MJK-h3 t^-v^>^''2 

[0 0 16] 'r—'yv^2(Dn%-^m^n.'^^^'^ \ 0 

W*bT&5„ IPt>. H2 (a) (C^-rJ;5(-, 5 0 

0 o*~i 0 0 0 o^eawtp^^IRi 1- (*l8Ii6?l? 

feSo ^5:43. 112 (a) r'}4, «fie^^l^lJ!PS<-r5fc 
fe. ^-ffJ^^^l l-^»l®CDt>cOj;i9fc*<flSV>Tfe 

So 

[0 0 17] Vi^i/2l;ifcnj-5.jsfffi®llng|5(-tt. 



v%mmm<D'y- y >-^'-fi- 12, 12 lt 

&S„ ^LT. ^J^;**: 1 0 ©S^d, PSPLfc^i^* 

Mll-^s#ic^*Lrv^st*^c. H2 (b) (^^73% 

Lfct^ffiT*i/-y :^^W1 2;S3*V^T'V^5„ roV-y 

^-^'W 1 2 , 12 i4a««^A p 5 sr/St^ttj q 6 
\^X\^ts:\^. rcofcfe. ^SAP5, St^ttlPett. ^ix^ 
tb. >'>'^~2l^i>ldoit5ff'^*lf 1 l«^«ffi{|!l(D 

Sffil 1 a«i:St)T?RwjfK-efe5(fi^#:Ml ico^jg 
ffiftij t 1 1 J; (5 ^^BtS^xfc^^li t /<c5o 

[0 0 18] m-c. 4^S*^1 1 (COV^-CS^B^-t-So * 

llSff^Ht^dott 5 4^^*811 1. fip-^. «#^[i)!ft4. 
4^ y T y ^- b WII 2}f y y^Sflg 

^(o»*tti^4^^jKtc«*ttiSi^^(o-ar'fo5jKy 

[0 0 19]^:Lr, rcO/Ky b'r:^/Vb°n y K^Si, iW 

fc/c 19 C04^ y t'::i;Vt°P y K>-®i?:j$fi?r, 3 5 y 

iN£-l±5 0 5 y ^^~7A£i,TcotEHrt t LTfcSo 

[0 0 2 0] ^coasd. 5Ky t-cr^yvt-n y yi/tD^^ 

1:^ 7 0 5 y AK±i: Lfc»-a-lc}l, i6LM#^b|& 1 

TKy t-^/wfn y K>-co{^i^»Sr 1 5; y ^7 Aii^Ti: b 
fcJi-^lctt. S@L/cM«;5!c5>ds^^*ISi irartSffi 

B#w-etti^*Ki i»aiitg^5|8#-xr§;:j</^o-rL-s 

5r<5:«^$tL. ^y t-^r^/vfc-py Yy(D^m^2, 
5 y ^7A£t_h5 0 $ y i/7J^mT«ISHrti:-r5i, 
jKy Ifr^/H^n y K>'COSm^Jfii?Sfi&:^co#«^5/j;< 

[0 0 2 1] Sfc, _hflSLfcJKy :i^y^r/V^tttl|}4, 
[0 0 2 2] S 

[^bll 



¥ ft ¥ ft H - U * i: t « Jl U X I > -c t JC 1 1 . 

[0 0 2 3] -e«$tL5#!9SL*te^#1-SjKyTy [0 0 2 4] ^ 

i^-hWSiT-fe?). jJ^y^/vjJ^^-^WJiifis [^1:2] 



-3- 



V \ ' N / n > ' 



[0 0 2 5] 
[0 0 2 6] 5t 
lit 3] 



[0 0 2 7] r'«$tu5#9ML^fi£©/>/j:< t%Mtb 

[0 0 2 8] iffefc. Mmim<Dim^m\-^^^rmm 
[0 0 2 9] mmc. m7i^\tm^^^'¥^^mmcm^ 

(A) tjKy;^;u*>3^^ti)iS (B) i:«?fiOf:i; 
it (A/B) ^0. i~i o«tSBi-e'Aii*5t*(-. Pi 
( A + B ) ;4S 1 0 2 5 mm%(DW\ 

[0 0 3 0] :iiDmmmm^z.mmi^a^^m^x^^ 

[0031] ^(Diioi^ LfcW^tt^'^^^lK 1 

1 ' (4. ^©rtigffii 1 aicm^S:f>m)^^n?>t^ 

5„ if:«Jl(i. r«Mi>l*3V^r. i^KcoSWMiittMu^ 



(2) 

jjfl ;iM5'0lEilK.T;^*;^STA'J^ 

1 0 O:^-^^;^ ^D-i,(D?Li55Ji^^$^^TV^5„ *fc, 

v^5„ :i<DjW*tt4'S*i^i 1 5~ 
7 0-e^^ny-h;vgft-efe5<, ^LT. 

(4. 5^^-41 0 0 0 0 oiikAKomwit. m}t±m do 
0%) ;assiii-et7fev\ 

[0 0 3 2] mc. rcoi5l-il&*Lfci»*tt*^*IS 
1 1 ' (DMnmm^^^fo (Sfe^aaxs, ;^7^s'7°s 
2) „ :L(D^izmmxmxa. 5ooo*~ioooo 

*fsaco«*tt^^.*lf 1 1 ' ^ lo©S{c:-r2,/^>- K 
/Hb^s/jj^^S^ r®jSzktt4^^*If 1 1 ' (tf^ 
*Aio) ii. RM^^®^7— >'y^^'2(75rtSicj^;D7b^ 

[0 0 3 3] 0Sr^-v'V^2rtl^S 

(S«X@. ;^ry^S3) o i<oS«xS^ 

cfj^^^l oro:n-Jl?r^*')v'" hT-?^oT*5 
rcDv—hr't^— ->'^^^'-2rt(C«±gL. 

[0 0 34] m^. jKs/r-f >'^^fT5 (5}^s/r^i^^ 
XS. ;^xyyS4) „ r(OJK-;/7^i'>'^XgTi±, -^r 

>'^"2<Z)^aic(±;^fflLfcfR^^Sr. ^-v^y^2©pn 
•p. El 2 (a) -eift?f3Ufc»B;5S#f:,n5o 

[0 0 3 5] ^feiii, ^TK-fk^Sia^ff 5 (^TK-fb^ax 
;^7^s'7°s5) „ ^(Dm^immTMxit. ^-v- 

- b 4 (^«) Lfcmc. BT^mskmr^- h 3 

ftAP 7^^P,3f€)eS(-W!KL/c5Ky if=;pf"D y K:/ 
[0 0 3 6] mh. r»«7K{iiMaxe-t^'i4. *°y \f:=- 



-4- 



^^*if 1 1) imhn^o 
[0 0 3 7] /^4o, ^(Dm^immxux^it. «*i4i^ 

[0 0 3 8] Mx.tf. 1) tr=:;H:°n y K>'(0 1 mM% 
*3V>Ti4. 1 - h/Wfofc I? 7 0 5 

y ^yi^co/Ky t-^=yvt°n y Kv^5ft»{S:i^$tbfcjfcis 
mmmmx^. *°y t-r^/u-b-n y k^-^o. o ss 

»%®7K^?t^fflv^-C«7Kfl:*aa?:^f 5 C i !^ J; ^ . it 

7Ktti^5^^-iI 1 - b/vfcfc 0 3 5 y ^7 AO/K y 

tSo #mi$§tvfc5Ky t'^^/Vfny KVCDS 

@-e^*^^fc3Ky tf^/H:°oy K^ral: (ip*>, ?5ferf^ 
t«(73JK y fc'=/H:°P y K>'«a) i: ^JtK1-5 i i: "Cff 

[0 0 3 9] Sfc. r wH^K-fii^faxe-rtt. M^Kfta 

iS^^ ^ffiM-r 5 r t i 9 tp^^iR 1 1 (onum 1 1 

^fSffl-r5::t(iJ:'9 4'^*ltl iwrt^ffil l a (rco 
if, sKy if=:/nf P y KVK- 3 0 TO5J-^1:I^)4 0 

0 0 0) OTtC^jK^ffifflLT^Tfcft^aa^fTofc^^tol 

i4. iroj¥$;^rR]«^#:{-i:o-r5Ky if=/w 

fc°P y KVK- 9 0 {^^^^Wi 1200000) (D 

1 1 ©f^^ffi 1 1 a y b-=7Vb°n y K^-^^* 

[0 0 4 0] m^. *i5fc^fT5 (?5fc#^X©. x^xi/:/s 
6) „ rcDgfeitXSTil. /J^y fri^yVb-ny iMM 



^osfe^%x©«^c^ov^r tJiiLffijf ft^ i 

<toTtBiKL/£V\ ::cDgfc#xST-teffi-r5* 

[ 0 0 4 1 1 ^ L-c, gEit^i^iPiT \^fz.mm'\m i 

f^im(omm\m i icasa^aa ^rtr 5 ^ s 
8) o i-z^sgs^aaxs-e}*, ymm. nmmm^ 

[0 04 2] i r 5T\ Jil JltftHJ Lfc»itX|i-t14. itL 

11) *tSjt1-5 i5(-LfcM^^Lfc;i^ lfe*Lfc 

[0 0 4 3] tfc. ^^.^If 1 1 ^^e.K^*Wtg/j;Pi7L^J 
^#y b'::^;vt°P y K>- (*l*ttf^5i-^cD-a) t*!^ 

•5, T^y b-:=./vb°n y Yv<j:)>m^^^<mm.-r-i>^h 

y b- n y K y ds« ffii- 5 CO Kit1- 5 i i: -e 
tS„ fib, *^»?tiro$p<, i^*$^KLfciW*ttf« 

-e 5 1 ^ ^ ■) .fe -^-r 5 o 5 e> , Jii?«#^ 
fi, :iKy b'=:/vf ny k:^k-9 0) ^^iB-rsrtti 

[0 044] Sfc, X|Stfc«»^»-t?«f5^*)If 1 1 

[0 0 4 5] ±iaLfc*w«8Ti*, 
i«5)-^--efoSJKy b-ci^/i-b-P y K^-^^s^ufoi^ r<o 

jKy if^/wtfP y K^i:lRl«^£ttK^^-rs«7Kttf«^ 

^■-efctttf, fib, :^mmmm<D 

i^t^j^y b■=/^b^py K^^ffi^^fc*a•^c:^4, ffi</> 

AxM^ ^skmm^m^mm b#5 iin.?gif^^[i)^^#$ii-5 

r t mx^ So 

[0 0 4 6] sfc. myii&^'^^mimu ^mmmm 

imma6mxh2:^\ ftb. *^*ji^ffi«^D<, 
y T y hmmt^^ y ^/v* ^-^tfli t ^^tc^mmu 



-5- 



[0 0 4 7] 

/H^o y KVK- 9 0 {^m^=}-Mb 1 2 0 0 0 0 0) 

[0 0 4 8] trlES (1) }cT^$ti.5JKyry 

ItriBS: (3) (C-t^^^n55}^D:ii-X7VX/WJ^i^« 

ES] N-^^;Pt°py K^-t^i^bMMSfgSrMS 

^---thtti Lr«*tt^'^*If 1 1 ' ^f1s»L. r«5*.7k 
tt*^*IS 1 1 ' 1 ^e-^gft^^aT^j^**: 1 0 

^ h^cO<;r-v-y:y'2rt{-S±<Lfc!i(^, ^y I^W^V 

mi^^>-y 2 1 LTfflvNTm^s«b. ^ 

ffia 1 . 5 ^p:^^ - h /kcoiiMif 1 b/co 
[0 0 4 9] mmm l ) JtL«#-^b* UCjK y t:-^;H:° 
P y K^' (BAS FK. ^c';,^ ; y K>K- 9 0) <D 
0. lM%07K)$?«Sr. ^?aTt:\ 2 0 0mL/mi 

h^vfefc?) 1 0 5 y^'^AOTKy 

1) ^^KLfco Jify ifrz/vfc°ny 

s*fb^3atfric:*3(t5jKy t-r^/ut-n y kv^ik 

^f«®S*t. SI*ft^a^TB#!'*3(t5JKy h'^;vh° 
n y K^-zk^KcDgiJXt/gfcif-KW^Ky \f=^jv\^u y K 

Ki/TtC^f^^^SaUSft, Mu 1 1 eT(Di3m (K. M 
uller, Pham. Acta, Helv. 43 (1 
96 8) 107-12 2) ^ffiV^T^To/Co 

[0 0 5 0] ^L-c, ^(DmmimKi^n^-^-') 
/ptfp y Kv(D«tti» (^m») ^ii-<Sf^i^^fTo 

fc„ «)t^li:^l^»$^7KlL-e^!fc^f^L/c 
»»7K5r«)tft^ 1 U 7 Ot:T- 3 B^lig 

w^. jKy K'-/vb°t3y K^©«a^sijSLfc„ tif^. 

r©fti^(::4o(t5ifti«^-h3, 4(1. jliL«#^liM;5-?5 

©SW^MSt-SfcftjKy t-r^/vt°ny K^-^s^^^tb 

(UFR, mL/hr -miiiHg) OftB^^ 



1 Ll:-gfeif Lfcm. (--^ b y b 3 0 

%. i^SS6. 5 g/d L) Sr2 0 OmL/m i n»ftit 
»T'««$-&5ttt}cSli§«»^9 OmL/mi ntcl 
PML, [S^Mig»®gBtmt:^SlJ^Lfc„ A. 
IS^ftSIcD^ffi (IP*,, tfj^^lf 1 IWrt^ffil 1 a) 

K^. «^b^l;5>b^f5Wi-i:*{c3pB^^(c«i9M 
(SEM) -e««Lfc„ |it!^fe*&t>*«ISIg*^|g 1 3t 

[0 0 5 1 ] 2 ) ^ y t-=^/vt°n y K>-» 0 . 

»ll»JltPi:. KTIWI«) i**ttfi5^T-JiI 
1¥*"^- 5 0 5 y i/^ACuKy t-ri^/Vfa 

[0 0 5 2] ^LT, rcojk«}f-ftIfl-*|-br%. iKy 

i^llli^C) o ^mi:i*5ij-5f«fe*^^ia£r/t^[a 

4 iCTP t/Co 

[0 0 5 3] {%mM 3 ) 5K y t':r^yn:°n y K V<Z) 0 . 
0 3fil:%ro;!K^^S^ffi^^T«*^li^!la^^TV\ 

1 - ^;^*.fc 9 3 5 y y e-;^ 

[0 0 5 4] ^LT. rrojk?tti^-fkMlc»LTt>. ^Ky 
o «-l*lil(>:*3(t5t*)^fe*5r«l5lfeWc^ 

4(i^Lfc„ 

[0 0 5 5] (Jtl!?« 1 ) jKy trr:/vb°D y k>'© i a 

1 - b/Vfefc «9 7 0 5 y y h-r:/Vfc° 

[0 0 5 6] ^LT. rOjk«<fft:lfl^>ftLTt. 5Ky 

[0 0 5 7] (Jt«M2) 5Ky tfc^;Pt°c y K>(D0. 

0 lSi%»*Mr«^ffli/^Til*{li^a^tTV\ i^TRtt 
i^5>T-8Il¥^;><-b7V&/t9 1 5 y ^^'yi^w^'y 

[0 0 5 8] ^LT. rOjiLffiitft;l^fC^LT%. J^y 



[0 0 5 9] 



mi] 





PVPCD^taadng/l) 


4^jliiUFRro*ia#|Eft; 




PVP70mg/ rrf 


5 






PVP50mE/rn 


N. D. 






PVPlOmg/m 


N. D. 






PVP3mg/rn 


N. D. 






PVPImB/m 


N, D. 







[0 0 6 0] ikm»^m\ci3n^m^^iK^^<D^ 

h/L-fefef) 7 0 5: y (#if»705y^^7Atv^ 
5. Kkrmm) thtzstmrnm atmmi) i 

y ^/ b/vfefc'? 5 5 y ^-7-i.©5}^y t'=^;Pt°n y K>co 
Sfii^5fgje,f3tLfc<, #«*5 0 5; y ^^AcojiijS 
itftiK (»«M2) -eii. >Ky e--;vfc"ny Ki^©«m 

ii^ic. 0, 3 5 y ifyj^<Dskmmm mm 

mi, 3) jKy b--=yVfc°Dy KVO«(U(±Mfe?> 

[0 0 6 1] jkM^-fbKcoailficD^^ttiJiLift 
i 5 y ^^'-/Ai: L/tjk?«#-fblS (tbfe«2) Tit. m 

M*^rli:it(^liitl 9 OmL/h r • mmH g Tfco/cPS^1-ii 

ii*f4. B#Mrogiiic#oTmSS:}-ffi< "3 . 5 0 l^fel 

gii^lCi4i^6 OmL/h r • mmHg-efco/c, ^ 
1 0 0B#Wgii^i-(4*^2 2mL/h r • mmHg 

-r, 2 4 0SfWSii«(-f*> ;^tll 7mL/h r • mmH 
[0 0 6 2] #«l:^3 5y^7Ai:Lfc«#^ 

hr • mmHsxh^tcm^mi&mii. mm(DS.mic^ 

oX'^^\m<fS:<0. 5 0I^Wgii^{-f4^9 3mL/ 
h r • mmHg -efcofco ^fy^mt. |5B;^1-3tii»f*S^ 

MZ.\&.< 2 4 0 B^FRggi]i«T''fe. mSSmh/ 

hr • mmHgWPI^ffiiift^lSjf LTV^fc, # 

mmio, 5o^vi^y j^(Dskmmm mmm i , 

2) T-il. «li^M*6Em>4^P>IIT*T©MM(^i:oTi^ 
1 0 OmL/h r • mmH g Mm©[5I^Mii»?riPif L 

rv^fc„ ^LT. #«i 0 5 y ^9Acojk«mii)g 

(^Kfji) xi-±. mmmci3if6skmmmm(Dm 



[0 0 6 3] Kk±i)^h. HmM^a^V^yM.Ki^K't 

?>^tKX'o. ikmm^<DHmi)mif)X^j^f£ < u/c 

@aia:;i^#e>ix. S.m^skm&'^&irAmmicK^xm 
[0 0 6 4] ^LT. _hiELfc«*'l4i«5>?-©atb. S 

tj«jfi?Sji^tt^^^-r5 0 5 y ^yj>.t^h 
5 0 5 y >/7 A®jiiLiKjfft:)Sr'fott«, S*l4i^^T-© 

[0 0 6 5] ll*ttfii5>^cD^itlitv^5ll,'S^^b 
tt;^s/j,^/^VNCD-t;-^fi tv\ tigoT, #;Sfli o 5 y 

[0 0 6 6] 

jbJI-efco i»7Kt4i^5>^^M 1 - b 7V&fc "9 © 
3 5 y ^yJ^SkAib 0 5 y ^ 

[0 0 6 7] m^m2mM(Dmmci.nit. wimm^t 

i*^J-^-;055Ky if=:/^t"n y vyx'h?>(DX\ ffi<^>ft 
5„ 

[0 0 6 8] ft*^3|a«(D|&B^}^J;tl.tf, «7fctt«^J- 

[0 0 6 9] mim.Amm(D%mK^}ciu. w\mm^'& 

i^^^^fi. y T y Mtlil t # y ;^/V5J^ ^«tJJi h 

[0ffi»ffiJ|i7SmB;5] 



-7- 



im 1 ] skmrnt^^mmic L-fzm.mm-vh?>, 
[0 2] ^-^»^-(Dmm^^ft?>'pm^M<Dmmm^ 
*Lfc0^\ (a) i)i^mm±i^^7^i^tm. (b) 

[0 4] t-=;vt°ny K^«#M;asM/^SJfiL«^ 
[W^rotftB^] 

1 !kmmm 

3 ffiA«JiLfSjK-h 



4 gpffiffijfeSJlf- h 

5 aw«»?)ffiAn 

6 3«®i^ffiP 
9 OV^^ 

I 0 Ifi^;** 

I I ^^^m (skmmm) 
1 1 ' myi^^^^^m 

1 1 a tp^^KWrtSffi 

12 y ^^^fi- 



[01] 



[02] 



[03] 




wm±Hmm^ 3 - 1 smmm^^ 



PATENT ABSTRACTS OF JAPAN 



(1 l)Publication number : 11-169690 
(43)Date of publication of application : 29.06.1999 

(51)Int.Cl. BOID 69/02 

A61M 1/16 
BOID 71/40 
BOID 71/68 



(2 1 ) Application number : 09-363136 ( 7 1 ) Applicant : NIKKISO CO LTD 

(22) Date of filing: 15.12.1997 (72)Inventor : NAKAO MICHIHARU 

HORI SADANORI 
YOSHIDA MASASHI 
CHIBA TOSHIAKI 



(54) HEMOCATHERSIS MEMBRANE 

(57)Abstract: 

PROBLEM TO BE SOLVED: To make the diapedesis inhibition of a hydrophilic polymer with 
a hemoeathersis membrane consistent by carrying the polymer on a hydrophobic polymer 
membrane and the ensure good compatibility with blood by specifying the amt. of the 
hydrophilic polymer carried on 1 m2 of the membrane. 

SOLUTION: A hydrophobic polymer membrane consisting essentially of a polyarylate resin and 
a polysulfone resin is formed as a hollow fiber membrane by spinning and polyvinylpyrrolidone 
as a hydrophilic polymer is stuck and carried on the hydrophobic polymer membrane by 3-50 
mg/m2 to obtdn the objective blood purification membrzine. Good compatibility with blood is 
ensured and the leaching of the hydrophilic polymer is blocked. 

LEGAL STATUS 

[Date of request for examination] 06.03.2003 

[Date of sending the examiner's decision of 

rejection] 

[Kind of final disposal of application other than 

the examiner's decision of rejection or 

application converted registration] 

[Date of final disposal for application] 

[Patent number] 3688109 



[Date of registration] 17.06.2005 
[Number of appeal against examiner's decision 
of rejection] 

[Date of requesting appeal against examiner's 
decision of rejection] 
[Date of extinction of right] 



* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 

precisely. 

2.**** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] Blood purification film which is blood purification film which made the hydrophilic 
macromolecule hold to a hydrophobic poly membrane, and is characterized by making the 
amount of maintenance of the hydrophilic macromolecule per 1 square meter of hydrophobic 
poly membranes into 3mg or more 50mg or less. 

[Claim 2] Blood purification film according to claim 1 characterized by said hydrophilic giant 
molecule being a polyvinyl pyrrolidone. 

[Claim 3] Blood purification film according to claim 1 or 2 characterized by carrying out 
adhesion maintenance of the hydrophilic macromolecule physically to a hydrophobic poly 
membrane by contacting the solution of a hydrophilic macromolecule to a hydrophobic poly 
membrane. 

[Claim 4] Said hydrophobic poly membrane is blood purification film given in either of claims 
1-3 characterized by using polyarylate resin and polysulfone resin as main film raw material. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the blood purification film used for a blood 

punfication therapy. 

[0002] 

[Description of the Prior Art] A blood purification therapy is the therapy approach of removing 
the undesired substances in blood (uremia matter etc.). In this blood purification therapy, 
semipermeable membrane and ultrafiltration membrane are used as blood purification film. For 
example, the blood purifier which loaded with and constituted in casing the hollow filament 
bundle which bundled 5000 - about 10000 hollow fibers (what carried out spinning of the blood 
purification film to the shape of a hollow filament) is used. 

[0003] There is a hemodialysis therapy, a hemofiltration therapy, or hemofiltration dialysis in 
this blood purification therapy. In a hemodialysis therapy, while pouring blood to the internal- 
surface side of the hollow fiber in blood purifier, dialysing fluid contacts blood and dialysing 
fluid to an outside- surface side through a sink and a hollow fiber, and diffusion removes the 
uremia matter £ind moisture with the superfluous inside of the body. In a hemofiltration therapy, 
the uremia matter is removed a ** exception by pouring blood to the internal-surface side of the 
hollow fiber in blood purifier. Moreover, in hemofiltration dialysis, the property of both a 



hemofiltration therapy and a hemodialysis therapy, i.e., filtration and diffusion, removes 
moisture with superfluous uremia matter and inside of the body. 

[0004] As blood purification film used by this blood purification therapy, the hydrophilic 
macromolecule represented by the cellulose and the hydrophobic macromolecule represented by 
polysulfone and polyester are used suitably. It excels in a mechanical strength and is because 
there is little effect on a living body. However, generally, in order to use a hydrophobic 
ingredient (macromolecule) as blood purification film, tiie hydrophilic property is given to this 
hydrophobic ingredient in many cases. This is because adhesion of constituents of blood, such as 
protein and a platelet, tends to take place to the front face of the film manufactured only from the 
hydrophobic ingredient and lowering of membrane permeability ability in use etc. becomes a 
problem. That is, by the film manufactured only from the hydrophobic ingredient, it is because 
good haemocompatibility is difficult to get. 

[0005] And generally the approach of adding a hydrophilic macromolecule and producing a film 

in a film production undiluted solution, from a hydrophobic ingredient as an approach of 
manufacturing the film with which the hydrophilic property was given, is made. What was using 
the hydrophilic macromolecule as a puncturing agent can add a hydrophilic property to a 
hydrophobic ingredient as a result, and this approach can be produced, in order to form 
membrane structure with a disengageable constituent of blood from a hydrophobic ingredient 
originally. In this approach, the polyvinyl pyrrolidone is suitably used as a hydrophilic giant 
molecule added in a film production undiluted solution, for example. That is, a hydrophilic 
property can be given to a hydrophobic ingredient while a constituent of blood forms 
disengageable membrane stmcture proper by adding and carrying out spinning of this polyvinyl 
pyrrolidone to a film production undiluted solution. 

[0006] By this approach, in order to form the membrane structure which can separate a 
constituent of blood proper, it is necessary to add comparatively a lot of hydrophilic 
macromolecules. For this reason, on the produced blood purification film, comparatively a lot of 
hydrophilic macromolecules remain, and processing which prevents a break through of this 
hydrophilic macromolecule that remained is perfoiTned. For example, the hydrophilic 
macromolecule was made to construct a bridge with heat, a radiation, a chemical, etc., and the 
break through is prevented. 
[0007] 

[Problem(s) to be Solved by the Invention] However, even if it performed processing which 
prevents a break through of a hydrophilic macromolecule since the superfluous hydrophilic 
macromolecule remained as described above, it was difficult to prevent a break through of a 

hydrophilic macromolecule certainly. Therefore, there was a possibility that the leaked 
hydrophilic macromolecule might mix in the inside of the body. And since the hydrophilic 
macromolecule mixed in the inside of the body may have a certain effect to a living body, it is 
desirable to remove mixing to the inside of the body of a hydrophilic macromolecule as much as 
possible. 

[0008] this invention is made in view of such a situation, and good haemocompatibility obtains it 
- having - in addition - and it aims at offering the blood purification film which can also 
prevent a break through of a hydrophilic macromolecule. 
[0009] 

[Means for Solving the Problem] In order to attain the above-mentioned object, the thing 
according to claim 1 in this invention is the blood purification film which made the hydrophilic 
macromolecule hold to a hydrophobic poly membrane, and is characterized by making the 



amount of maintenance of the hydrophilic macromolecule per 1 square meter of hydrophobic 
poly membranes into 3mg or more 50mg or less. 

[0010] Moreover, a thing according to claim 2 is blood purification film which is characterized 
by said hydrophilic giant molecule being a polyvinyl pyrrolidone in addition to a configuration 
according to claim 1. 

[001 1] Moreover, a thing according to claim 3 is blood purification film characterized by 
carrying out adhesion maintenance of the hydrophilic macromolecule physically to a 
hydrophobic poly membrane by contacting the solution of a hydrophilic macromolecule to a 
hydrophobic poly membrane in addition to a configuration according to claim 1 or 2. 
[0012] Moreover, a thing according to claim 4 is blood purification film characterized by said 
hydrophobic poly membrane using polyarylate resin and polysulfone resin as main film raw 
material in addition to a configuration given in either of claims 1-3. 
[0013] 

[Embodiment of the Invention] Hereafter, the gestalt of operation of this invention is explained 
with reference to a drawing. First, the blood purifier using the blood purification film of this 
invention is explained. Here, dra.wino^..[ is drawing shown by making blood purifier 1 into a cross 
section, and drawing 2 is drawing having shown the cutting plane of the hollow filament bundle 
in the edge of casing 2. 

[0014] As shown in drawino^ J , blood purifier 1 consists of an impregnation side blood port 3 
screwed free [ attachment and detachment ] to casing 2 and this casing 2, and a blowdown side 
blood port 4. Casing 2 is the cylindrical member formed of the polycarbonate. And it is the side 
face of this casing 2, the input 5 of dialysing fluid is formed in the edge by the side of the 
blowdown side blood port 4, and the exhaust port 6 of dialysing fluid is formed in the edge by 
the side of the impregnation side blood port 3. 

[0015] The impregnation side blood port 3 £ind the blowdown side blood port 4 are screwed so 
that opening may be plugged up at the both ends of casing 2, £ind they are formed by the 
polycarbonate as well as casing 2. And the inlet 7 for pouring in blood has protruded in the 
impregnation side blood port 3, and the exhaust port 8 for discharging blood is protruded on the 
blowdown side blood port 4. Moreover, O rings 9 and 9 for maintaining watertightness, 
respectively are arranged in the contact section of the impregnation side blood port 3 and casing 
2, and the contact section of the blowdown side blood port 4 and casing 2. 
[0016] The building envelope of casing 2 is loaded with the hollow filament bundle 10. That is, 
as shown in drawing 2 (a), it has loaded with what bundled 5000 - about 10000 hollow fiber 11 — 
(equivalent to the blood purification film in this operation gestalt). In addition, in drawing 2 (a), 
in order to make a configuration intelligible, each hollow fiber 1 1 — is drawn more thickly than a 
actual thing. 

[0017] Opening of the ends in casing 2 is filled up with the sealing materials 12 and 12, such as 
urethane system resin. And the edge of the hollow filziment bundle 10 is each hollow fiber 11, as 
it is shown in drawing 2 (b), while it is crowded with much hollow fiber 11- which carried out 
opening. - Where watertightness is secured, the sealing material 12 has taken up the clearance 
between comrades. These sealing materials 12 and 12 have not plugged up the input 5 and the 
exhaust port 6 of dialysing fluid. For this reason, input 5 and an exhaust port 6 are open for free 
passage with the space by the side of the outside surface of the hollow fiber 1 1 in casing 2, 
respectively. Therefore, in the casing 2 which loaded with the hollow filament bundle 10, it will 
be in the condition that the outside- surface side of the hollow fiber 11 which is the passage of 
dialysing fluid was separated by the hollow fiber 1 1 the internal-surface 11a side of the hollow 



fiber 11 which is the passage of blood. 

[0018] Next, a hollow fiber 11 is explained, the hydrophobic poly membrane to which the 
hollow fiber 1 1 in this operation gestalt, i.e., the blood purification film, used polyarylate resin 
and polysulfone resin as main film raw material — the shape of a hollow filament - spinning — 
carrying out — in addition - and the hydrophobic poly membrane is made to carry out adhesion 
maintenance of the polyvinyl pyrrolidone which is a kind of a hydrophilic giant molecule 
[0019] And this poljrvinyl pyrrolidone has adjusted the amount of maintenance per unit £irea of a 
hydrophobic poly membrane to the specified quantity. Specifically, the amount of maintenance 
of the polyvinyl pyrrolidone per 1 square meter of hydrophobic poly membranes is made into 
within the limits of 3mg or more 50mg or less. 

[0020] When the amount of maintenance of a polyvinyl pyrrolidone is made into 70mg or more, 
the reason When a break through of the polyvinyl pyrrolidone from blood purifier 1 is checked 
and the amount of maintenance of a polyvinyl pyrrolidone is made into Img or less The 
solidified constituent of blood adheres to internal-surface 1 la of a hollow fiber 11, and it is 
checked that it becomes impossible to demonstrate the penetrability of a hollow fiber 1 1 
comparatively by this adhering constituent of blood for a short time. It is because it was checked 
that a break through of a polyvinyl pyrrolidone £ind adhesion of a constituent of blood are lost 
when the amount of maintenance of a polyvinyl pyrrolidone was made into within the limits of 
3mg or more 50mg or less. 

[0021] Moreover, the above-mentioned polyester system resin is [0022]. Formula [** 1] 




[0023] It is polyai ylate resin which comes out and has the repeat unit expressed, and polysulfone 

system resin is [0024]. Formula [** 2] 




(2) 



¥*i¥*i|Bl-t?JbT,T*fflaLTi^T*,J:i*. 

[0025] The repeat unit come out of and expressed, and [0026] Formula [** 3] 




(3> 



[0027] It comes out and is polysulfone resin of the repeat unit expressed which has at least any 



they are. 

[0028] Next, the creation procedure of the blood purification film is explained. In addition, with 
this operation gestalt, since the blood purification film is created in the process in which blood 
purifier 1 is manufactured, the production process of blood purifier 1 will be explained. Here, 
drawing 3 is a flow chart which shows the outline of the production process of blood purifier 1. 
[0029] First, spinning of the hydrophobic macromolecule is carried out to the shape of a hollow 
fiber (a spinning process, step SI). At this spinning process, a film production undiluted solution 
is prepared first. While defining the mixed weight ratio (A/B) of polyester system resin (A) and 
polysulfone system resin (B) in 0.1-10, specifically, it dissolves in an organic solvent so that the 
total quantity (A+B) of both resin may serve as 10 % of the weight - 25% of the weight of a rate. 
In addition, although there will be especially no limit if an organic solvent is a good solvent to 
polyester system resin and polysulfone system resin, N-methyl pyrrolidone can use it most 
suitably. 

[0030] Spinning of this film production undiluted solution is carried out to the shape of discharge 
and a hollow filament into coagulation liquid with core liquid using a double pipe spinneret. In 
addition, by the following explanation, a polyvinyl pyrrolidone (a kind of a hydrophilic 
macromolecule) makes for convenience the hollow fiber in the condition that adhesion 
maintenance is not canied out hydrophobic hollow fiber U'. Here, although core liquid and 
coagulation liquid are for fabricating a film production undiluted solution in the shape of a 
hollow filament, the mixed solvent of a water independent twist which mixed in water the 
organic solvent used for the resin dissolution is also more desirable. This is for being easy to 
form fibril structure with more uniform using a mixed solvent. In addition, dthough there will be 
especially no limit if it is a good solvent to resin as an organic solvent to mix, N-methyl 
pyrrolidone can use it most suitably. 

[0031] Thus, a porous layer is formed so that hydrophobic hollow fiber 1 1 ' which canied out 
spinning may cover the outside of this compact layer while a compact layer is formed in that 
internal- surface 11 a. A compact layer is the part which specifies a transmission rate in the 
permselectivity list of the matter in this film, and the hole radius 30-100 A hole is formed in the 
hole and concrete target which have a less than 500A average aperture. Moreover, the porous 
layer is functioning as supporters who support a compact layer and maintain membranous 
reinforcement, and the hole quite coarser than a compact layer is formed. In addition, the 
thickness of this hydrophobic hollow fiber 11 'is about 5-70 micrometers. And by this film, the 
with a molecular weight of 100000 or more matter czinnot penetrate the whole quantity (100%) 
mostly. 

[0032] Next, it processes in the bundle of hydrophobic hollow fiber 1 1 ' which carried out 
spinning in this way (they are down stream processing and step S2 in a bundle). Bundle-ization 
which makes one bundle 5000 - about 10000 hydrophobic hollow fiber 11 ' by down stream 
processing in this bundle is made. The bundle (hollow filziment bundle 10) of this hydrophobic 
hollow fiber 11 ' is adjusted to the outer diameter according to the bore of the cylinder-like casing 
2. 

[0033] Next, it loads with the hollow filament bundle 10 into casing 2 (a loading process, step 
S3). At this loading process, it loads with the hollow filament bundle 10 into the casing 2 in the 
condition that the impregnation side blood port 3 and the blowdown side blood port 4 separated. 
At this time, the periphery of the hollow filament bundle 10 is beforehand covered with the 
sheet, it loads into casing 2 this whole sheet, and a sheet is sampled after loading. 
[0034] Next, potting is performed (a potting process, step S4). At this potting process, while 



closing opening of casing 2 with a sealing material 12 (sealing), the part overflowing into the 
exterior of the casing 2 in the hollow filament bundle 10 is cut so that it may become same flat- 
surface as opening of casing 2 2'. By this cutting, the cross section explained by drawing 2 (a) is 
obtained. 

[0035] Next, hydrophilization processing is performed (hydrophilization down stream 
processing, step S5). In this hydrophilization down stream processing, after equipping the both 
ends of casing 2 with the impregnation side blood port 3 and the blowdown side blood port 4 
(screwing), the water solution (a kind of the solution of a hydrophilic giant molecule) of a 
polyvinyl pyrrolidone prepared from the inlet 7 of the impregnation side blood port 3 to 
predetermined concentration is poured in by the predetermined flow rate, and the water solution 
of the polyvinyl pyrrolidone which passed blood purifier 1 is discharged from the exhaust port 8 
of the blowdown side blood port 4. And this processing is performed from dozens of seconds for 
dozens minutes, and adhesion maintenance of the polyvinyl pyrrolidone is carried out. 
[0036] That is, in this hydrophilization down stream processing, adhesion maintenance of the 
polyvinyl pyrrolidone is caixied out by contacting the water solution of a polyvinyl pyrrolidone 
to blood purifier 1. In addition, in producing the solution of the hydrophilic macromolecule used 
by this hydrophilization down stream processing, with this operation gestalt, purified water was 
used as a solvent, but liquids other than purified water may be used as a solvent. And by passing 
through this hydrophilization down stream processing, adhesion maintenance of the polyvinyl 
pyrrolidone is carried out, and the blood purification film (namely, hollow fiber 11) in this 
operation gestalt is obtained by hydrophobic hollow fiber 11'. 

[0037] In addition, the amount of the hydrophilic macromolecule which carries out adhesion 
maintenance is controllable by this hydrophilization down stream processing by changing the 
concentration of a hydrophilic polymer solution suitably. That is, by using a hydrophilic high- 
concentration polymer solution, mziny adhesion mdntenEince of the hydrophilic macromolecule 
can be carried out, and adhesion maintenzince of a smdl quantity of the hydrophilic 
macromolecule can be carried out by using a low-concentration hydrophilic polymer solution. 
[0038] For example, if hydrophilization processing is performed using 1% of the weight of the 
water solution of a polyvinyl pyrrolidone, in the hydrophobic poly membrane manufactured from 
polyarylate resin and polysulfone resin, the blood purification film with which adhesion 
maintenance of the 70mg [ per 1 square meter of hydrophobic poly membranes ] polyvinyl 
pyrrolidone was carried out can be produced, and the blood purification film with which 
adhesion maintenzince of the 3mg [ per 1 square meter of hydrophobic poly membranes ] 
polyvinyl pyrrolidone was carried out can be produced by perfoiTning hydrophilization 
processing using 0.03% of the weight of the water solution of a polyvinyl pyrrolidone. 
Moreover, the amount of the polyvinyl pyiTolidone by which adhesion maintenance was carried 
out is computable by measuring the amount (namely, polyvinyl-pyrrolidone concentration of a 
penetrant remover) of the polyvinyl pyrrolidone removed at the polyvinyl-pyrrolidone water- 
solution concentration before processing, the polyvinyl-pyrrolidone water- solution concentration 
after processing, and the washing process mentioned later. 

[0039] Moreover, in this hydrophilization down stream processing, the degree of the 
hydrophilization of the membranous thickness direction is changeable by changing the molecular 
weight of a hydrophilic macromolecule. That is, by using the hydrophilic macromolecule of low 
molecular weight, it can continue in the membranous whole thickness direction from the 
internal- surface 11a side of a hollow fiber 11, adhesion maintenance of the hydrophilic 
macromolecule can be carried out, and only internal-surface 11a of a hollow fiber 11 carries out 



adhesion maintenance of the hydrophilic macromolecule by using the hydrophilic 
macromolecule of high molecular weight. For example, when hydrophilization processing is 
performed using the water solution of Pol3rvinylpyrrolidone K30 (average molecular weight 
40000 [ about ]), it can continue in the whole thickness direction of a hollow fiber 11, adhesion 
maintenance of the polyvinyl pyrrolidone can be carried out, and only internal- surface 11a of a 
hollow fiber 1 1 carries out adhesion maintenance of the polyvinyl pyrrolidone at a 
hydrophilization place Michiyuki **** case using the water solution of Polyvinylpyrrolidone 
K90 (average molecular weight 1200000 [ about ]). 

[0040] Next, it rinses (a washing process, step S6). At this washing process, a hydrophilic 
surplus macromolecule is removed by the penetrant remover about the blood purifier 1 which 
carried out adhesion maintenance of the polyvinyl pyrrolidone (hydrophilic macromolecule). 
Specifically, a penetrant remover, for example, purified water, is passed in blood purifier 1. 
Washing clearance of the hydrophilic surplus macromolecule which is sticking to blood purifier 
1 according to this washing process by the adsorption power lower than predetermined 
adsorption power among the hydrophilic macromolecules which are carrying out adhesion 
maintenance is canied out. In addition, the hydrophilic macromolecule by which adhesion 
maintenance is canied out after this washing process at blood purifier 1 does not secede from the 
inside of blood purifier I with the flowing blood, either. Moreover, the penetrant remover used at 
this washing process should just be the liquid from which it is not limited to purified water and a 
hydrophilic surplus macromolecule can be removed. 

[0041] And sterilization processing is performed to the blood purifier 1 in the condition of 
having filled up with purified water the blood purifier 1 which washing ended (step S7), £ind 
having filled up with this purified water (step S8). Gamma ray sterility, wet sterilization, etc. are 
given in this sterilization down stream processing. 

[0042] By the way, dthough the production process expMned above showed the exzimple which 
also manufactured the blood purification film (hollow fiber 11) in the process in which blood 

purifier 1 is manufactured, the solution of a hydi ophilic macromolecule is directly contacted to 
the hydrophobic poly membrane which carried out spinning, and you may make it make a 
hydrophobic poly membrane carry out adhesion maintenance of the hydrophilic macromolecule. 
[0043] Moreover, the amount of maintenance of a polyvinyl pyrrolidone can also be low 
adjusted by adding a puncturing agent removable from a hollow fiber 1 1 to a film production 
undiluted solution with a polyvinyl pyrrolidone (a kind of a hydrophilic giant molecule), and 
removing a puncturing agent after spinning. Although it continues throughout the membranous 
thickness direction and the hydrophilic property is given by the blood purification film 
manufactured by this approach, since the amount of maintenance of a polyvinyl pyrrolidone is 
adjusted low, it can prevent that a polyvinyl pyrrolidone leaks out. However, if it is made to 
contact the solution of a hydrophilic macromolecule to the hydrophobic poly membrane which 
produced the film beforehzind like this operation gestzilt, while processing is easy, it has the 
advantage that control of the coating weight of a hydrophilic macromolecule is easy. 
Furthermore, only the front face by the side of the blood contact in the blood purification film 
can also be made to carry out adhesion maintenance of the hydrophilic giant molecule selectively 
by using the hydrophilic giant molecule (for example. Polyvinylpyrrolidone K90) of the high 
molecular weight which cannot penetrate the blood purification film. 

[0044] Moreover, the sheet-like film is sufficient although the hollow fiber 11 was illustrated 
with the above-mentioned operation gestalt. 

[0045] Moreover, although the polyvinyl pyrrolidone which is a typical hydrophilic giant 



molecule among usable hydrophilic giant molecules was illustrated in the blood purification film 
with the above-mentioned operation gestalt, if it is the hydrophilic giant molecule which has the 
same property as this polyvinyl pyrrolidone, it will not be limited to this. However, when a 
polyvinyl pyrrolidone is used like this operation gestalt, the blood purification film which can 
demonstrate high haemocompatibility in **** small quantity can be produced. 
[0046] Moreover, although the hydrophobic poly membrane which used polyarylate resin and 
polysulfone resin as main film raw material was illustrated with this operation gestalt about the 
hydrophobic poly membrane, the film by other hydrophobic ingredients is sufficient. However, 
when the hydrophobic poly membrane which used polyarylate resin and polysulfone resin as 
main film raw material like this operation gestalt is used and the solution of a hydrophilic 
macromolecule is contacted, adhesion maintenance of the hydrophilic macromolecule is carried 
out more suitably (certainly) than the film by other hydrophobic ingredients. 
[0047] 

[Example] Next, the example of this invention is shown and this invention is explained still more 
concretely. In addition, the following explanation explains the case where Polyvinylpyrrolidone 
K90 (average molecular weight 1200000 [ about ]) used suitable for the blood purification film 
as a hydrophilic giant molecule is used. 

[0048] First, the film production undiluted solution was prepared from the polyarylate resin 
[Unitika Make and a trade name;U polymer] shown by said formula (1), the polyether sulphone 
resin [the Sumitomo Chemical Co., Ltd. make and trade name; SUMIKA Excel PES] shown by 
said formula (3), and N-methyl pyrrolidone. in addition, the weight of polyarylate resin and 
polyether sulphone resin - the mixing ratio was set to 1:1. Moreover, N-methyl pyrrolidone 
water solution was used as core liquid at the coagulation liquid list. And a film production 
undiluted solution and core liquid were breathed out into coagulation liquid using the double 
pipe spinneret, hydrophobic hollow fiber 11' was produced, about 10,000 of this hydrophobic 
hollow fiber 1 1 ' were bundled, and the hollow filament bundle 10 was acquired. Furthermore, 
after loading with this hollow filament bundle 10 into the casing 2 made from a cylinder- like 
polycarbonate, polyurethane resin was used as a sealing material 12, the edge was pasted up, the 
blood ports 3 and 4 were connected to the both ends of casing 2, and the blood purifier 1 of 1.5 
square meters of film surface products was made as an experiment. 

[0049] (Example 1) 0.1% of the weight of the water solution of a polyvinyl pyrrolidone (the 
BASF make, a trade name; KoUidon K-90) was poured for about 1 minute by the flow rate of 
200 mL/min under ordinary temperature to blood purifier 1, hydrophilization processing was 
performed, and the blood purification film (hollow fiber 11) with which adhesion maintenance of 
the lOmg [ per 1 square meter of hydrophobic poly membranes ] polyvinyl pyrrolidone was 
carried out was produced. In addition, the amount of adhesion maintenance of a polyvinyl 
pyrrolidone was computed based on the concentration of the polyvinyl-pyrrolidone water 
solution before hydrophilization processing, £ind the concentration of the polyvinyl-pyrrolidone 
water solution at the time of hydrophilization processing termination and the polyvinyl- 
pyrrolidone concentration of a penetrant remover. Moreover, density measurement of a 
polyvinyl-pyrrolidone water solution was performed using the approach (KMuUer, Pham.Acta, 
Helv.43 (1968) 107-122) of MuUer. 

[0050] And the trial which investigates the leak (elution volume) of the polyvinyl pyrrolidone in 
this blood purification film was performed. After being filled up with purified water after 
washing blood purifier 1 by purified water IL in blood purifier 1 and specifically warming it at 
70 degrees C for 3 hours, filled liquid (liquid by the side of the blood contact section) was 



sampled, and the concentration of a polyvinyl pyrrolidone was measured. In addition, that which 
does not adhere to the polyvinyl pyrrolidone was used for the blood ports 3 and 4 in this trial in 
order to measure the break through from the blood purification film. Moreover, the trial which 
investigates aging of the amount of ultrafiltrations in this blood purification film (UFR, mL/hr- 
mmHg) was performed. After washing blood purifier 1 by purified water IL, while circulating 
bovine blood liquid (hematocrit 30% and total protein 6.5 g/dL) by the flow rate of 200 mL/min, 
the filtration flow rate was adjusted to 90 mL/min, and, specifically, aging of the amount of 
ultrafiltrations was measured. Furthermore, the adhesion condition of the platelet in the front 
face (namely, internal-surface 11a of a hollow fiber 11) of the blood purification film was 
observed. While cutting down the blood purification film after specifically performing the trial 
which investigates aging of the amount of ultrafiltrations from blood purifier 1, it was cleared to 
the plane, and the front face by the side of that blood contact surface was observed with the 
electron microscope (SEM) by making what dried this cleared blood purification film into a 
measurement sample. The test result and the observation result were shown in the table 1 list at 
drawing 4 (aging of the amount of ultrafiltrations). 

[0051] (Example 2) hydrophilization processing (conditions other than concentration - an 
example 1 ~ the same — the following — the same) was performed using 0.5% of the weight of 
the water solution of a polyvinyl pyrrolidone, and the blood purification film with which 
adhesion maintenance of the 50mg [ per 1 square meter of hydrophobic poly membranes ] 
polyvinyl pyrrolidone was carried out was produced. 

[0052] And the trial which investigates aging of the zimount of ultrzifiltrations was performed in 
the trial list which investigates the leak of a polyvinyl pyrrolidone £ilso to this blood purification 
film (the content of a trial is the same as an example 1). The test result in each trial was shown in 
the table 1 list at drawing 4 . 

[0053] (ExEimple 3) Hydrophilization processing was performed using 0.03% of the weight of 
the water solution of a polyvinyl pyrrolidone, and the blood purification film with which 
adhesion maintenance of the 3mg [ per 1 square meter of hydrophobic poly membranes ] 
polyvinyl pyrrolidone was carried out was produced. 

[0054] And the trial which investigates aging of the amount of ultrafiltrations was performed in 
the trial list which investigates the leak of a polyvinyl pyrrolidone also to this blood purification 
film (the content of a trial is the same as an example 1). The test result in each trial was shown in 
the table 1 list at drawing 4 . 

[0055] (ExEimple 1 of a comparison) Hydrophilization processing was performed using 1% of the 
weight of the water solution of a polyvinyl pyrrolidone, and the blood purification film with 
which adhesion maintenance of the 70mg [ per 1 square meter of hydrophobic poly membranes ] 
polyvinyl pyrrolidone was carried out was produced. 

[0056] And the trial which investigates aging of the amount of ultrafiltrations was performed in 
the tddl list which investigates the leak of a polyvinyl pyrrolidone also to this blood purification 
film (the content of a trial is the same as an example 1). The test result in each trial was shown in 

the table 1 list at drawing 4 . 

[0057] (Example 2 of a comparison) Hydrophilization processing was performed using 0.01% of 
the weight of the water solution of a polyvinyl pyiTolidone, and the blood purification film with 
which adhesion maintenance of the Img [ per 1 square meter of hydrophobic poly membranes ] 
polyvinyl pyrrolidone was carried out was produced. 

[0058] And the adhesion condition of a platelet was observed also to this blood purification film 
in the trial which investigates the leak of a polyvinyl pyrrolidone, and the trial list which 



investigates aging of the amount of ultrafiltrations (the content of a trial is the same as an 
example 1). The test result in each trial was shown in the table 1 list at drawing 4 . 
[0059] 



[A table 1] 




PVP®Saa(mg/l) 






PVP70mg/m 


5 






PVP50m£/m 


N. D, 






PVPIOmg/m 


N. D. 






PVP3mg/ni 


N. D. 






PVPImg/m 


N. D. 







[0060] First, a break through of the hydrophilic macromolecule in the blood purification film is 
considered. As shown in a table 1, by the blood purification film (example 1 of a comparison) 
which made the amount of adhesion maintenance of a polyvinyl pyrrolidone 70mg per 1 square 
meter of hydrophobic poly membranes (coating weight it is the same as that of the following 
which it says is 70mg), the break through of a 5mg [ per 1. ] polyvinyl pyrrolidone was accepted. 
On the other hand, the break through of a polyvinyl pyrrolidone was not accepted by the blood 
purification film (example 2) with a coating weight of 50mg (that is, it was below limit of 
detection). Similarly, the break through of a polyvinyl pyrrolidone was not accepted by the blood 
purification film (examples 1 and 3) with a coating weight of 10 or 3mg, either. 
[0061] Next, the stability and haemocompatibility of the amount of transparency of the blood 
purification film are examined. As shown in drawing..! , by the blood purification film (example 
2 of a comparison) which made coating weight Img, the amount of ultrafiltrations which were 
about 90 mL/hr-mmHg became low rapidly in connection with the passage of time immediately 
after test initiation, and they were about 60 mL/hr-mmHg after 50-hour progress. Furthermore, 
after 100-hour progress, it becomes about 22 mL/hr-mmHg, and the amount of ultrafiltrations 
becomes low gradually after it. And after 240-hour progress, it became about 17 mL/hr-mmHg. 
Moreover, also in the observation result of the adhesion condition of a platelet, adhesion of a lot 
of platelets is accepted in the front face by the side of the blood contact in the blood purification 
film (table 1 reference). Therefore, by the blood purification film which has too little coating 
weight of a hydrophilic macromolecule, immediately after leading blood, a constituent of blood 
coagulates from from, it adheres to the front face by the side of blood contact, and degradation of 
the film arises. And this degradation advances quickly and it turns out that an activity will be in a 
difficult condition comparatively for a short period of time. 

[0062] On the other hand by the blood purification film (example 3) which made coating weight 
3mg, the amount of ultrafiltrations which were about 105 mL/hr-mmHg became low gradually in 
connection with the passage of time immediately after test initiation, and they were about 93 
mL/hr-mmHg after 50-hour progress. After it, although the amount of ultrafiltrations became low 
gently, the amount of ultrafiltrations of about 85 mL/hr-mmHg was maintained also after 240- 
hour progress. In addition, by the blood purification film (examples 1 and 2) with a coating 
weight of 10 or 50mg, the amount of ultrafiltrations before and behind about 100 mL/hr-mmHg 
was maintained for the period from immediately after test initiation to termination. And by the 
blood purification film (example 1) with a coating weight of lOmg, only adhesion of few 
platelets was accepted in the front face by the side of the blood contact in the blood purification 
film. That is, good haemocompatibility was demonstrated. 



[0063] As mentioned above, the amount of transparency by which adhesion of a constituent of 
blood was stabilized very few is obtained, and by making coating weight into 3mg or more 
shows that it continues and good haemocompatibility can be demonstrated at a long period of 
time. Furthermore, by making coating weight into lOmg or more shows that haemocompatibility 
can be raised further (it is made good). 

[0064] And putting a break through of the above-mentioned hydrophilic macromolecule and 
haemocompatibility together, the coating weight of lOmg shows that break-through inhibition 
and haemocompatibility of a hydrophilic macromolecule may be reconciled on still higher level, 
if it is the 50mg blood purification film. 

[0065] In addition, if it carries out from a viewpoint of a break through of a hydrophilic 
macromolecule, since there is so little possibility of a break through that there is little amount of 
the hydrophilic macromolecule used, it is desirable, therefore, compatible [ on high level ] in 
break-through inhibition £ind haemocompatibility of a hydrophilic giant molecule, if it is the 
blood purification film with a coating weight of lOmg ~ it c£in make ~ in addition — £ind it turns 
out that break-through inhibition can much more be ensured. 
[0066] 

[Effect of the Invention] According to this invention, the following effectiveness is done so as 
explained above. That is, since according to invention according to claim 1 it is the blood 
purification film which made the hydrophilic macromolecule hold to a hydrophobic poly 
membrane and the amount of maintenance of the hydrophilic macromolecule per 1 square meter 
of hydrophobic poly membranes was made into 3mg or more 50mg or less, break-through 
inhibition of a hydrophilic macromolecule and good haemocompatibility can be reconciled. 
[0067] According to invention according to claim 2, since said hydrophilic giant molecule is a 
polyvinyl pyrrolidone, the blood purification film which can demonstrate good 
haemocompatibility in **** smdl quzintity is obtdned. 

[0068] Since adhesion maintenance of the hydrophilic macromolecule is physically carried out to 
a hydrophobic poly membrane by contacting the solution of a hydrophilic macromolecule to a 
hydrophobic poly membrane according to invention according to claim 3, while the processing 
for carrying out adhesion maintenance is easy, the coating weight of a hydrophilic 
macromolecule is easily controllable. 

[0069] According to invention according to claim 4, since polyarylate resin and polysulfone resin 
are used as main film raw material, said hydrophobic poly membrane can only contact the 
solution of a hydrophilic macromolecule, £ind c£in carry out adhesion mdntenance of the 
hydrophilic macromolecule certdnly. 



TECHNICAL FIELD 



[Field of the Invention] This invention relates to the blood purification film used for a blood 
purification therapy. 



PRIOR ART 



[Description of the Prior Art] A blood purification therapy is the therapy approach of removing 
the undesired substances in blood (uremia matter etc.). In this blood purification therapy, 



semipermeable membrane and ultrafiltration membrane are used as blood purification film. For 
example, the blood purifier which loaded with and constituted in casing the hollow filament 
bundle which bundled 5000 - about 10000 hollow fibers (what carried out spinning of the blood 
purification film to the shape of a hollow filament) is used. 

[0003] There is a hemodialysis therapy, a hemofiltration therapy, or hemofiltration dialysis in 
this blood purification therapy. In a hemodialysis therapy, while pouring blood to the internal- 
surface side of the hollow fiber in blood purifier, dialysing fiuid contacts blood and dialysing 
fluid to an outside- surface side through a sink and a hollow fiber, and diffusion removes the 
uremia matter and moisture with the superfluous inside of the body. In a hemofiltration therapy, 
the uremia matter is removed a ** exception by pouring blood to the internal-surface side of the 
hollow fiber in blood purifier. Moreover, in hemofiltration dialysis, the property of both a 
hemofiltration therapy and a hemodialysis therapy, i.e., filtration and diffusion, removes 
moisture with superfluous uremia matter and inside of the body. 

[0004] As blood purification film used by this blood purification therapy, the hydrophilic 
macromolecule represented by the cellulose and the hydrophobic macromolecule represented by 
polysulfone and polyester are used suitably. It excels in a mechanical strength and is because 
there is little effect on a living body. However, generally, in order to use a hydrophobic 
ingredient (macromolecule) as blood purification film, the hydrophilic property is given to this 
hydrophobic ingredient in many cases. This is because adhesion of constituents of blood, such as 
protein and a platelet, tends to take place to the front face of the film manufactured only from the 
hydrophobic ingredient and lowering of membrane permeability ability in use etc. becomes a 
problem. That is, by the film manufactured only from the hydrophobic ingredient, it is because 
good haemocompatibility is difficult to get. 

[0005] And generally the approach of adding a hydrophilic macromolecule and producing a film 
in a film production undiluted solution, from a hydrophobic ingredient as an approach of 
manufacturing the film with which the hydrophilic property was given, is made. What was using 
the hydrophilic macromolecule as a puncturing agent can add a hydrophilic property to a 
hydrophobic ingredient as a result, and this approach can be produced, in order to forai 
membrane structure with a disengageable constituent of blood from a hydrophobic ingredient 
originally. In this approach, the polyvinyl pyrrolidone is suitably used as a hydrophilic giant 
molecule added in a film production undiluted solution, for example. That is, a hydrophilic 
property can be given to a hydrophobic ingredient while a constituent of blood forms 
disengageable membrzine structure proper by adding £ind carrying out spinning of this poljrvinyl 
pyrrolidone to a film production undiluted solution. 

[0006] By this approach, in order to form the membrane stmcture which can separate a 
constituent of blood proper, it is necessary to add comparatively a lot of hydrophilic 
macromolecules. For this reason, on the produced blood purification film, comparatively a lot of 
hydrophilic macromolecules remdn, £ind processing which prevents a break through of this 
hydrophilic macromolecule that remained is performed. For example, the hydrophilic 
macromolecule was made to construct a bridge with heat, a radiation, a chemical, etc., and the 
break through is prevented. 



EFFECT OF THE INVENTION 



[Effect of the Invention] According to this invention, the following effectiveness is done so as 
explained above. That is, since according to invention according to claim 1 it is the blood 
purification film which made the hydrophilic macromolecule hold to a hydrophobic poly 
membrane and the amount of maintenance of the hydrophilic macromolecule per 1 square meter 
of hydrophobic poly membranes was made into 3mg or more 50mg or less, break-through 
inhibition of a hydrophilic macromolecule and good haemocompatibility can be reconciled. 
[0067] According to invention according to claim 2, since said hydrophilic giant molecule is a 
polyvinyl pyrrolidone, the blood purification film which can demonstrate good 
haemocompatibility in **** small quantity is obtained. 

[0068] Since adhesion maintenance of the hydrophilic macromolecule is physically carried out to 
a hydrophobic poly membrane by contacting the solution of a hydrophilic macromolecule to a 
hydrophobic poly membrane according to invention according to claim 3, while the processing 
for carrying out adhesion maintenance is easy, the coating weight of a hydrophilic 

macromolecule is easily controllable. 

[0069] According to invention according to claim 4, since polyarylate resin and polysulfone resin 
are used as main film raw material, said hydrophobic poly membrane can only contact the 
solution of a hydrophilic macromolecule, £ind c£in carry out adhesion mdntenEince of the 
hydrophilic macromolecule certdnly. 



TECHNICAL PROBLEM 

[Problem(s) to be Solved by ihc Invention] However, even if it performed processing which 
prevents a break through of a hydrophilic macromolecule since the superfluous hydrophilic 
macromolecule remdned as described above, it was difficult to prevent a break through of a 
hydrophilic macromolecule certainly. Therefore, there was a possibility that the leaked 
hydrophilic macromolecule might mix in the inside of the body. And since the hydrophilic 
macromolecule mixed in the inside of the body may have a certain effect to a living body, it is 
desirable to remove mixing to the inside of the body of a hydrophilic macromolecule as much as 
possible. 

[0008] this invention is made in view of such a situation, and good haemocompatibility obtains it 
~ having ~ in addition ~ and it aims at offering the blood purification film which can also 
prevent a break through of a hydrophilic macromolecule. 



MEANS 

[Means for Solving the Problem] In order to attdn the above-mentioned object, the thing 
according to claim 1 in this invention is the blood purification film which made the hydrophilic 
macromolecule hold to a hydrophobic poly membrane, and is characterized by making the 
amount of maintenance of the hydrophilic macromolecule per 1 square meter of hydrophobic 
poly membranes into 3mg or more 50mg or less. 

[0010] Moreover, a thing according to claim 2 is blood purification film which is characterized 
by said hydrophilic giant molecule being a polyvinyl pyrrolidone in addition to a configuration 
according to claim 1. 

[0011] Moreover, a thing according to claim 3 is blood purification film characterized by 



carrying out adhesion maintenance of the hydrophilic macromolecule physically to a 

hydrophobic poly membrane by contacting the solution of a hydrophilic macromolecule to a 

hydrophobic poly membrane in addition to a configuration according to claim 1 or 2. 

[0012] Moreover, a thing according to claim 4 is blood purification film characterized by said 

hydrophobic poly membrane using polyarylate resin and polysulfone resin as main film raw 

material in addition to a configuration given in either of claims 1-3. 

[0013] 

[Embodiment of the Invention] Hereafter, the gestalt of operation of this invention is explained 
with reference to a drawing. First, the blood purifier using the blood purification film of this 
invention is explained. Here, drawing 1 is drawing shown by making blood purifier 1 into a cross 
section, and drawing 2 is drawing having shown the cutting plane of the hollow filament bundle 
in the edge of casing 2. 

[0014] As shown in drawing 1 , blood purifier 1 consists of an impregnation side blood port 3 
screwed free [ attachment and detachment ] to casing 2 and this casing 2, and a blowdown side 
blood port 4. Casing 2 is the cylindrical member foraied of the polycarbonate. And it is the side 
face of this casing 2, the input 5 of dialysing fluid is formed in the edge by the side of the 
blowdown side blood port 4, and the exhaust port 6 of dialysing fluid is formed in the edge by 
the side of the impregnation side blood port 3. 

[0015] The impregnation side blood port 3 and the blowdown side blood port 4 are screwed so 
that opening may be plugged up at the both ends of casing 2, and they are formed by the 
polycarbonate as well as casing 2. And the inlet 7 for pouring in blood has protruded in the 
impregnation side blood port 3, and the exhaust port 8 for discharging blood is protruded on the 
blowdown side blood port 4. Moreover, O rings 9 and 9 for maintaining watertightness, 
respectively are arranged in the contact section of the impregnation side blood port 3 and casing 
2, and the contact section of the blowdown side blood port 4 £ind casing 2. 
[0016] The building envelope of casing 2 is loaded with the hollow filament bundle 10. That is, 
as shown in clraMng.1 (a), it has loaded with what bundled 5000 - about 10000 hollow fiber 11 -- 
(equivalent to the blood purification film in this operation gestalt). In addition, in drawing 2 (a), 
in order to make a configuration intelligible, each hollow fiber 1 1 — is drawn more thickly than a 
actual thing. 

[0017] Opening of the ends in casing 2 is filled up with the sealing materials 12 and 12, such as 
urethane system resin. And the edge of the hollow filament bundle 10 is each hollow fiber 11, as 
it is shown in drawing 2 (b), while it is crowded with much hollow fiber 11 ~ which carried out 
opening. - Where watertightness is secured, the sealing material 12 has taken up the clearance 
between comrades. These sealing materials 12 and 12 have not plugged up the input 5 and the 
exhaust port 6 of dialysing fluid. For this reason, input 5 and an exhaust port 6 are open for free 
passage with the space by the side of the outside surface of the hollow fiber 1 1 in casing 2, 
respectively. Therefore, in the casing 2 which loaded with the hollow filziment bundle 10, it will 
be in the condition that the outside- surface side of the hollow fiber 11 which is the passage of 
dialysing fluid was separated by the hollow fiber 1 1 the internal-surface 11a side of the hollow 
fiber 1 1 which is the passage of blood. 

[0018] Next, a hollow fiber 11 is explained, the hydrophobic poly membrane to which the 
hollow fiber 11 in this operation gestalt, i.e., the blood purification film, used polyarylate resin 
and polysulfone resin as main film raw material — the shape of a hollow filament - spinning ~ 
carrying out — in addition — and the hydrophobic poly membrane is made to carry out adhesion 
maintenance of the polyvinyl pyrrolidone which is a kind of a hydrophilic giant molecule 



[0019] And this polj^vinyl pyrrolidone has adjusted the amount of maintenance per unit area of a 
hydrophobic poly membrane to the specified quantity. Specifically, the amount of maintenance 
of the polyvinyl pyrrolidone per 1 square meter of hydrophobic poly membranes is made into 
within the limits of 3mg or more 50mg or less. 

[0020] When the amount of maintenance of a polyvinyl pyrrolidone is made into 70mg or more, 
the reason When a break through of the polyvinyl pyrrolidone from blood purifier 1 is checked 
and the amount of maintenance of a polyvinyl pyrrolidone is made into Img or less The 
solidified constituent of blood adheres to internal-surface 11a of a hollow fiber 11, and it is 
checked that it becomes impossible to demonstrate the penetrability of a hollow fiber 11 
comparatively by this adhering constituent of blood for a short time. It is because it was checked 
that a break through of a polyvinyl pyrrolidone and adhesion of a constituent of blood are lost 
when the amount of maintenance of a polyvinyl pyrrolidone was made into within the limits of 
3mg or more 50mg or less. 

[0021] Moreover, the above-mentioned polyester system resin is [0022]. Formula [** 1] 

\ f R« \ / (1) 
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[0023] It is polyarylate resin which comes out £ind has the repeat unit expressed, £ind polysulfone 
system resin is [0024]. Formula [** 2] 
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[0025] The repeat unit come out of and expressed, £ind [0026] Formula [** 3] 




(3) 



[0027] It comes out and is polysulfone resin of the repeat unit expressed which has at least any 
they are. 

[0028] Next, the creation procedure of the blood purification film is explained. In addition, with 
this operation gestalt, since the blood purification film is created in the process in which blood 
purifier 1 is manufactured, the production process of blood purifier 1 will be explained. Here, 
drawing 3 is a flow chart which shows the outline of the production process of blood purifier 1 . 
[0029] First, spinning of the hydrophobic macromolecule is carried out to the shape of a hollow 



fiber (a spinning process, step SI). At this spinning process, a film production undiluted solution 
is prepared first. While defining the mixed weight ratio (A/B) of polyester system resin (A) and 
polysulfone system resin (B) in 0.1-10, specifically, it dissolves in an organic solvent so that the 
total quantity (A+B) of both resin may serve as 10 % of the weight - 25% of the weight of a rate. 
In addition, although there will be especially no limit if an organic solvent is a good solvent to 
polyester system resin and polysulfone system resin, N-methyl pyrrolidone can use it most 
suitably. 

[0030] Spinning of this film production undiluted solution is carried out to the shape of discharge 
and a hollow filament into coagulation liquid with core liquid using a double pipe spinneret. In 
addition, by the following explanation, a polyvinyl pyrrolidone (a kind of a hydrophilic 
macromolecule) makes for convenience the hollow fiber in the condition that adhesion 
maintenance is not carried out hydrophobic hollow fiber 11'. Here, although core liquid and 
coagulation liquid are for fabricating a film production undiluted solution in the shape of a 
hollow filament, the mixed solvent of a water independent twist which mixed in water the 
organic solvent used for the resin dissolution is also more desirable. This is for being easy to 
form fibril stmcture with more uniform using a mixed solvent. In addition, although there will be 
especially no limit if it is a good solvent to resin as an organic solvent to mix, N-methyl 
pyrrolidone can use it most suitably. 

[0031] Thus, a porous layer is formed so that hydrophobic hollow fiber U' which carried out 
spinning may cover the outside of this compact layer while a compact layer is formed in that 
internal- surface 11a. A compact layer is the part which specifies a transmission rate in the 
permselectivity list of the matter in this film, and the hole radius 30-100 A hole is formed in the 
hole and concrete target which have a less than 500A average aperture. Moreover, the porous 
layer is functioning as supporters who support a compact layer and maintain membranous 
reinforcement, and the hole quite coarser than a compact layer is formed. In addition, the 
thickness of this hydrophobic hollow fiber 11 ' is about 5-70 micrometers. And by this film, the 
with a molecular weight of 100000 or more matter cannot penetrate the whole quantity (100%) 
mostly. 

[0032] Next, it processes in the bundle of hydrophobic hollow fiber 1 1 ' which carried out 
spinning in this way (they are down stream processing and step S2 in a bundle). Bundle-ization 
which makes one bundle 5000 - about 10000 hydrophobic hollow fiber U'by down stream 
processing in this bundle is made. The bundle (hollow filament bundle 10) of this hydrophobic 
hollow fiber 11 'is adjusted to the outer dizimeter according to the bore of the cylinder-like casing 
2. 

[0033] Next, it loads with the hollow filament bundle 10 into casing 2 (a loading process, step 
S3). At this loading process, it loads with the hollow filament bundle 10 into the casing 2 in the 
condition that the impregnation side blood port 3 £ind the blowdown side blood port 4 separated. 
At this time, the periphery of the hollow filziment bundle 10 is beforehand covered with the 
sheet, it loads into casing 2 this whole sheet, and a sheet is sampled after loading. 
[0034] Next, potting is performed (a potting process, step S4). At this potting process, while 
closing opening of casing 2 with a sealing material 12 (sealing), the part overflowing into the 
exterior of the casing 2 in the hollow filament bundle 10 is cut so that it may become same flat- 
surface as opening of casing 2 2'. By this cutting, the cross section explained by dravvdng 2 (a) is 
obtained. 

[0035] Next, hydrophilization processing is performed (hydrophilization down stream 
processing, step 85). In this hydrophilization down stream processing, after equipping the both 



ends of casing 2 with the impregnation side blood port 3 and the blowdown side blood port 4 
(screwing), the water solution (a kind of the solution of a hydrophilic giant molecule) of a 
polyvinyl pyrrolidone prepared from the inlet 7 of the impregnation side blood port 3 to 
predetermined concentration is poured in by the predetermined flow rate, and the water solution 
of the polyvinyl pyrrolidone which passed blood purifier 1 is discharged from the exhaust port 8 
of the blowdown side blood port 4. And this processing is performed from dozens of seconds for 
dozens minutes, and adhesion maintenance of the polyvinyl pyrrolidone is carried out. 
[0036] That is, in this hydrophilization down stream processing, adhesion maintenance of the 
polyvinyl pyrrolidone is carried out by contacting the water solution of a polyvinyl pyrrolidone 
to blood purifier 1 . In addition, in producing the solution of the hydrophilic macromolecule used 
by this hydrophilization down stream processing, with this operation gestalt, purified water was 
used as a solvent, but liquids other than purified water may be used as a solvent. And by passing 
through this hydrophilization down stream processing, adhesion maintenance of the polyvinyl 
pyrrolidone is carried out, and the blood purification film (namely, hollow fiber 11) in this 
operation gestalt is obtained by hydrophobic hollow fiber 11'. 

[0037] In addition, the amount of the hydrophilic macromolecule which carries out adhesion 
maintenance is controllable by this hydrophilization down stream processing by changing the 
concentration of a hydrophilic polymer solution suitably. That is, by using a hydrophilic high- 
concentration polymer solution, many adhesion maintenance of the hydrophilic macromolecule 
can be carried out, and adhesion maintenance of a small quantity of the hydrophilic 
macromolecule can be carried out by using a low-concentration hydrophilic polymer solution. 
[0038] For example, if hydrophilization processing is performed using 1% of the weight of the 
water solution of a polyvinyl pyixolidone, in the hydrophobic poly membrane manufactured from 
polyarylate resin and polysulfone resin, the blood purification film with which adhesion 
maintenzince of the 70mg [ per 1 square meter of hydrophobic poly membrzines ] polyvinyl 
pyrrolidone was carried out can be produced, £ind the blood purification film with which 
adhesion maintenance of the 3mg [ per 1 square meter of hydrophobic poly membranes ] 
polyvinyl pyrrolidone was carried out can be produced by perfoiTning hydrophilization 
processing using 0.03% of the weight of the water solution of a polyvinyl pyrrolidone. 
Moreover, the amount of the polyvinyl pyrrolidone by which adhesion maintenance was carried 
out is computable by measuring the amount (namely, polyvinyl-pyrrolidone concentration of a 
penetrant remover) of the polyvinyl pyrrolidone removed at the polyvinyl-pyrrolidone water- 
solution concentration before processing, the polyvinyl-pyrrolidone water- solution concentration 
after processing, and the washing process mentioned later. 

[0039] Moreover, in this hydrophilization down stream processing, the degree of the 
hydrophilization of the membranous thickness direction is changeable by changing the molecular 
weight of a hydrophilic macromolecule. That is, by using the hydrophilic macromolecule of low 
molecular weight, it c£in continue in the membrzinous whole thickness direction from the 
internal- surface 11a side of a hollow fiber 11, adhesion maintenance of the hydrophilic 
macromolecule can be carried out, and only internal-surface 1 la of a hollow fiber 1 1 carries out 
adhesion maintenance of the hydrophilic macromolecule by using the hydrophilic 
macromolecule of high molecular weight. For example, when hydrophilization processing is 
performed using the water solution of Polyvinylpyrrolidone K30 (average molecular weight 
40000 [ about ]), it can continue in the whole thickness direction of a hollow fiber 11, adhesion 
maintenance of the polyvinyl pyrrolidone can be carried out, and only internal- surface 1 la of a 
hollow fiber 1 1 carries out adhesion maintenance of the polyvinyl pyrrolidone at a 



hydrophilization place Michi3aiki **** case using the water solution of Polyvinylpyrrolidone 
K90 (average molecular weight 1200000 [ about ]). 

[0040] Next, it rinses (a washing process, step S6). At this washing process, a hydrophilic 
surplus macromolecule is removed by the penetrant remover about the blood purifier 1 which 
carried out adhesion maintenance of the polyvinyl pyrrolidone (hydrophilic macromolecule). 
Specifically, a penetrant remover, for example, purified water, is passed in blood purifier 1. 
Washing clearance of the hydrophilic surplus macromolecule which is sticking to blood purifier 
1 according to this washing process by the adsorption power lower than predetermined 
adsorption power among the hydrophilic macromolecules which are carrying out adhesion 
maintenance is carried out. In addition, the hydrophilic macromolecule by which adhesion 
maintenance is carried out after this washing process at blood purifier 1 does not secede from the 
inside of blood purifier 1 with the flowing blood, either. Moreover, the penetrant remover used at 
this washing process should just be the liquid from which it is not limited to purified water and a 
hydrophilic surplus macromolecule can be removed. 

[0041] And sterilization processing is performed to the blood purifier 1 in the condition of 
having filled up with purified water the blood purifier 1 which washing ended (step S7), and 
having filled up with this purified water (step S8). Gamma ray sterility, wet sterilization, etc. are 
given in this sterilization down stream processing. 

[0042] By the way, although the production process explained above showed the example which 
also manufactured the blood purification film (hollow fiber 11) in the process in which blood 
purifier 1 is manufactured, the solution of a hydrophilic macromolecule is directly contacted to 
the hydrophobic poly membrane which carried out spinning, and you may make it make a 
hydrophobic poly membrane carry out adhesion maintenance of the hydrophilic macromolecule. 
[0043] Moreover, the amount of maintenance of a polyvinyl pyrrolidone can also be low 
adjusted by adding a puncturing agent removable from a hollow fiber 1 1 to a film production 
undiluted solution with a polyvinyl pyrrolidone (a kind of a hydrophilic giant molecule), and 
removing a puncturing agent after spinning. Although it continues throughout the membranous 
thickness direction and the hydrophilic property is given by the blood purification film 
manufactured by this approach, since the amount of maintenance of a polyvinyl pyrrolidone is 
adjusted low, it can prevent that a polyvinyl pyrrolidone leaks out. However, if it is made to 
contact the solution of a hydrophilic macromolecule to the hydrophobic poly membrane which 
produced the film beforehand like this operation gestalt, while processing is easy, it has the 
advantage that control of the coating weight of a hydrophilic macromolecule is easy. 
Furthermore, only the front face by the side of the blood contact in the blood purification film 
can also be made to carry out adhesion maintenance of the hydrophilic giant molecule selectively 
by using the hydrophilic giant molecule (for example, Polyvinylpyrrolidone K90) of the high 
molecular weight which cannot penetrate the blood purification film. 

[0044] Moreover, the sheet-like film is sufficient dthough the hollow fiber 1 1 was illustrated 
with the above-mentioned operation gestalt. 

[0045] Moreover, although the polyvinyl pyrrolidone which is a typical hydrophilic giant 
molecule among usable hydrophilic giant molecules was illustrated in the blood purification film 
with the above-mentioned operation gestalt, if it is the hydrophilic giant molecule which has the 
same property as this polyvinyl pyrrolidone, it will not be limited to this. However, when a 
polyvinyl pyrrolidone is used like this operation gestalt, the blood purification film which can 
demonstrate high haemocompatibility in **** small quantity can be produced. 
[0046] Moreover, although the hydrophobic poly membrane which used polyarylate resin and 



polysulfone resin as main film raw material was illustrated with this operation gestalt about the 
hydrophobic poly membrane, the film by other hydrophobic ingredients is sufficient. However, 
when the hydrophobic poly membrane which used polyarylate resin and polysulfone resin as 
main film raw material like this operation gestalt is used and the solution of a hydrophilic 
macromolecule is contacted, adhesion maintenance of the hydrophilic macromolecule is carried 
out more suitably (certainly) than the film by other hydrophobic ingredients. 



EXAMPLE 



[Example] Next, the example of this invention is shown and this invention is explained still more 
concretely. In addition, the following explanation explains the case where Polyvinylpyrrolidone 
K90 (average molecular weight 1200000 [ about ]) used suitable for the blood purification film 
as a hydrophilic giant molecule is used. 

[0048] First, the film production undiluted solution was prepared from the polyarylate resin 
[Unitika Make and a trade name;U polymer] shown by said formula (1), the polyether sulphone 
resin [the Sumitomo Chemical Co., Ltd. make and trade name; SUMIKA Excel PES] shown by 
said formula (3), and N-methyl pyrrolidone. in addition, the weight of polyarylate resin and 
polyether sulphone resin ~ the mixing ratio was set to 1:L Moreover, N-methyl pyrrolidone 
water solution was used as core liquid at the coagulation liquid list. And a film production 
undiluted solution and core liquid were breathed out into coagulation liquid using the double 
pipe spinneret, hydrophobic hollow fiber 11' was produced, about 10,000 of this hydrophobic 
hollow fiber 1 1 ' were bundled, and the hollow filament bundle 10 was acquired. Furthermore, 
after loading with this hollow filament bundle 10 into the casing 2 made from a cylinder-like 
polycarbonate, polyurethzine resin was used as a seding materid 12, the edge was pasted up, the 
blood ports 3 and 4 were connected to the both ends of casing 2, and the blood purifier 1 of 1.5 
square meters of film surface products was made as an experiment. 

[0049] (Example 1) 0.1% of the weight of the water solution of a polyvinyl pyrrolidone (the 
BASF make, a trade name; KoUidon K-90) was poured for about 1 minute by the flow rate of 
200 mL/min under ordinary temperature to blood purifier 1, hydrophilization processing was 
performed, and the blood purification film (hollow fiber 11) with which adhesion maintenance of 
the lOmg [ per 1 square meter of hydrophobic poly membranes ] polyvinyl pyrrolidone was 
carried out was produced. In addition, the zimount of adhesion maintenance of a polyvinyl 
pyrrolidone was computed based on the concentration of the polyvinyl-pyrrolidone water 
solution before hydrophilization processing, and the concentration of the polyvinyl-pyrrolidone 
water solution at the time of hydrophilization processing termination and the polyvinyl- 
pyrrolidone concentration of a penetrant remover. Moreover, density measurement of a 
polyvinyl-pyrrolidone water solution was performed using the approach (KMuUer, Pham. Acta, 
Helv.43 (1968) 107-122) of MuUer. 

[0050] And the trial which investigates the leak (elution volume) of the polyvinyl pyrrolidone in 
this blood purification film was performed. After being filled up with purified water after 
washing blood purifier 1 by purified water IL in blood purifier 1 and specifically warming it at 
70 degrees C for 3 hours, filled liquid (liquid by the side of the blood contact section) was 
sampled, and the concentration of a polyvinyl pyrrolidone was measured. In addition, that which 
does not adhere to the polyvinyl pyrrolidone was used for the blood ports 3 and 4 in this trial in 
order to measure the exsorption from the blood purification film. Moreover, the trial which 



investigates aging of the amount of ultrafiltrations in this blood purification film (UFR, mL/hr- 
mmHg) was performed. After washing blood purifier 1 by purified water IL, while circulating 
bovine blood liquid (hematocrit 30% and total protein 6.5 g/dL) by the flow rate of 200 mL/min, 
the filtration flow rate was adjusted to 90 mL/min, and, specifically, aging of the amount of 
ultrafiltrations was measured. Furthermore, the adhesion condition of the platelet in the front 
face (namely, internal-surface 11a of a hollow fiber 11) of the blood purification film was 
observed. While cutting down the blood purification film after specifically performing the trial 
which investigates aging of the amount of ultrafiltrations from blood purifier 1, it was cleared to 
the plane, and the front face by the side of that blood contact surface was observed with the 
electron microscope (SEM) by making what dried this cleared blood purification film into a 
measurement sample. The test result and the observation result were shown in the table 1 list at 
drawing 4 (aging of the amount of ultrafiltrations). 

[0051] (Example 2) hydrophilization processing (conditions other than concentration ~ an 

example 1 — the same — the following — the same) was performed using 0.5% of the weight of 
the water solution of a polyvinyl pyrrolidone, and the blood purification film with which 
adhesion maintenance of the 50mg [ per 1 square meter of hydrophobic poly membranes ] 
polyvinyl pyrrolidone was carried out was produced. 

[0052] And the trial which investigates aging of the amount of ultrafiltrations was performed in 
the trial list which investigates the leak of a polyvinyl pyrrolidone also to this blood purification 
film (the contents of a trial are the same as an example 1). The test result in each trial was shown 
in the table 1 list at drawing 4 . 

[0053] (Example 3) Hydrophilization processing was performed using 0.03% of the weight of 
the water solution of a polyvinyl pyrrolidone, and the blood purification film with which 
adhesion maintenance of the 3mg [ per 1 square meter of hydrophobic poly membranes ] 
polyvinyl pyrrolidone was carried out was produced. 

[0054] And the trial which investigates aging of the zimount of ultrzifiltrations was performed in 
the trial list which investigates the leak of a polyvinyl pyrrolidone also to this blood purification 
film (the contents of a trial are the same as an example 1). The test result in each trial was shown 
in the table 1 list at drawing 4 . 

[0055] (Example 1 of a comparison) Hydrophilization processing was performed using 1% of the 
weight of the water solution of a polyvinyl pyrrolidone, and the blood purification film with 
which adhesion maintenance of the 70mg [ per 1 square meter of hydrophobic poly membranes ] 
polyvinyl pyrrolidone was carried out was produced. 

[0056] And the trial which investigates aging of the zimount of ultrzifiltrations was performed in 
the trial list which investigates the leak of a polyvinyl pyrrolidone also to this blood purification 
film (the contents of a trial are the same as an example 1). The test result in each trial was shown 
in the table 1 list at drawing 4 . 

[0057] (ExEimple 2 of a comparison) Hydrophilization processing was performed using 0.01% of 
the weight of the water solution of a polyvinyl pyrrolidone, and the blood purification film with 
which adhesion maintenance of the Img [ per 1 square meter of hydrophobic poly membranes ] 
polyvinyl pyrrolidone was carried out was produced. 

[0058] And the adhesion condition of a platelet was obsei-ved also to this blood purification film 
in the trial which investigates the leak of a polyvinyl pyrrolidone, and the trial list which 
investigates aging of the amount of ultrafiltrations (the contents of a trial are the same as an 
example 1). The test result in each trial was shown in the table 1 list at drawing 4 . 
[0059] 



[Table 1] 




pvp®-;iaja(mg/i) 






PVP70mg/m 


5 






PVPSOmg/m 


N. D. 






PVPlOmg/m 


N, D. 






PVF>3mg/ni 


N. D. 






PVPImg/irf 


N. D, 







N. D. : 1. 5mg/l7jejil (^ffiES^ffi**) 



[0060] First, exsorption of the hydrophilic macromolecule in the blood purification film is 
considered. As shown in Table 1, by the blood purification film (example 1 of a comparison) 
which made the amount of adhesion maintenance of a polyvinyl pyrrolidone 70mg per 1 square 
meter of hydrophobic poly membranes (coating weight it is the same as that of the following 
which it says is 70mg), exsoiption of a 5mg [ per 1. ] polyvinyl pyrrolidone was accepted. On the 
other hand, exsoiption of a polyvinyl pyrrolidone was not accepted by the blood purification film 
(example 2) with a coating weight of 50mg (that is, it was below limit of detection). Similarly, 
exsorption of a polyvinyl pyrrolidone was not accepted by the blood purification film (examples 

1 and 3) with a coating weight of 10 or 3mg, either. 

[0061] Next, the stability and haemocompatibility of the amount of transparency of the blood 
purification film are examined. As shown in di-awing 4 , by the blood purification film (example 

2 of a compaiison) which made coating weight 1 mg, the amount of ultrafiltrations which were 
about 90 mL/hr-mmHg became low rapidly in connection with the passage of time immediately 
after test initiation, and they were about 60 mL/hr-mmHg after 50-hour progress. Furthermore, 
after 100-hour progress, it becomes about 22 mL/hr-mmHg and the amount of ultrafiltrations 
becomes low gradudly zifter it. And zifter 240-hour progress, it beczime about 17 mL/hr-mmHg. 
Moreover, also in the observation result of the adhesion condition of a platelet, adhesion of a lot 
of platelets is accepted in the front face by the side of the blood contact in the blood purification 
film (refer to Table 1). Therefore, by the blood purification film which has too little coating 
weight of a hydrophilic macromolecule, immediately after leading blood, a constituent of blood 
coagulates from from, it adheres to the front face by the side of blood contact, and degradation of 
the film arises. And this degradation advances quickly and it turns out that use will be in a 
difficult condition comparatively for a short period of time. 

[0062] On the other hand by the blood purification film (example 3) which made coating weight 
3mg, the amount of ultrafiltrations which were about 105 mL/hr-mmHg became low gradually in 
connection with the passage of time immediately after test initiation, and they were about 93 
mL/hr-mmHg after 50-hour progress. After it, although the amount of ultrafiltrations became low 
gently, the amount of ultrafiltrations of about 85 mL/hr-mmHg was maintained also after 240- 
hour progress. In addition, by the blood purification film (examples 1 and 2) with a coating 
weight of 10 or 50mg, the amount of ultrafiltrations before and behind about 100 mL/hr-mmHg 
was maintained for the period from immediately after test initiation to termination. And by the 
blood purification film (example 1) with a coating weight of lOmg, only adhesion of few 
platelets was accepted in the front face by the side of the blood contact in the blood purification 
film. That is, good haemocompatibility was demonstrated. 

[0063] As mentioned above, the amount of trzinsparency by which adhesion of a constituent of 
blood was stabilized very few is obtained, and by making coating weight into 3mg or more 
shows that it continues and good haemocompatibility can be demonstrated at a long period of 



time. Furthemiore, by making coating weight into lOmg or more shows that haemocompatibility 
can be raised further (it is made good). 

[0064] And putting ex sorption of the above-mentioned hydrophilic macromolecule and 
haemocompatibility together, the coating weight of lOmg shows that exsorption inhibition and 
haemocompatibility of a hydrophilic macromolecule may be reconciled on still higher level, if it 
is the 50mg blood purification film. 

[0065] In addition, if it carries out from a viewpoint of exsorption of a hydrophilic 
macromolecule, since there is so little possibility of exsorption that there is little amount of the 
hydrophilic macromolecule used, it is desirable, therefore, compatible [ on high level ] in 
exsorption inhibition and haemocompatibility of a hydrophilic giant molecule, if it is the blood 
purification film with a coating weight of lOmg - it can make - in addition ~ and it turns out 
that exsorption inhibition can much more be ensured. 



DESCRIPTION OF DRAWINGS 

[Brief Description of the Drawings] 

[Diav\;'iu I i It is the explanatory view which made blood purifier the cross section. 
[Drawing 2] It is drawing having shown the cutting plane of the hollow filament bundle in the 
edge of casing, and they are drawing in which (a) showed the whole cutting plane, and drawing 
in which (b) expanded and showed the part. 

[Drawing 31 It is the flow chart which shows the outline of the production process of blood 
purifier. 

[Drawing 41 It is drawing having shown aging of the amount of ultrafiltrations by the blood 
purification film with which the coating weight of a polyvinyl pyrrolidone differs. 
[Description of Notations] 

1 Blood Purifier 

2 Casing 

3 Impregnation Side Blood Port 

4 Discharge Side Blood Port 

5 Input of Dialysing Fluid 

6 Exhaust Port of Dialysing Fluid 

7 Inlet in Impregnation Side Blood Port 

8 Exhaust Port in Discharge Side Blood Port 

9 O Ring 

10 Hollow Filament Bundle 

1 1 Hollow Fiber (Blood Purification Film) 
1 1 ' Hydrophobic hollow fiber 

11a The internal surface of a hollow fiber 

12 Sealing Material 
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